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[it*«i] <dt< ymmmmirz>*v ^y°^ k, G2m 

[W*^2] ')ym\Mmi)K hChkl, HuCdsl/Chk2, i tz it Z tl h M 

[fit ^.M 3 ] IK id if h m 2 X Um 3 teXaa^Gly, Leu. Ser 

Z £{±Arg-C* 0 , H6 ~ SfcXaa^Gly, Leu, Ser, Met, Prof fcfiGlireab&fit 

[fffj&g 4 ] 1 K i3 It 4 HI 2 fcXaa^Gly, Leu, Ser £ (iArg, 

^3|iXaa^Gly, Leu££f±Sei\ H 6 teXaaMUy, Met, ProifcfiGlu, &7feX 
aa^Gly, LeuifctiPro, % 8 fcXaa^Gly, Met, Serf fc{±Glu-C&&fpf 3^ 3 <D 
X ? V - - > ^fe, 

[ft jjfcg 5 ] &?!|#-i§- 1 iz & tt * ^ 2 fcXaaT^Arg, fjl 3 iiXaa^Ser, & 6 
jiXaa^Het, H 7 fiXaa^Tro, m 8 jiXaa^Glu"eab * 4^^'J-->^ 

[|f^6] V >ffitBm&. hChkl, HuCdsl/Chk2, £ £ t± £ *i B£ 
[W^8] DNA«*t4^8£;&feL^»^£tt&G 
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Iff jR^ 70X^'J--> ^^feo 

[1***1 9 ] Iff*^ IfrhS O^Si: i o TilK£ G2|Sf 

[tff#£ 1 1 ] E?!l#-§- 2 <7) 7 * J fc^Tt h**) =^ -7°^ k-c* * 

tt^^ 9 <7)*ttira G2ifi^^>h mmmmm.o 

UnMM 1 2 ] E?iJ#-^ 2 iz H if * ^ 2 fiio «t t/H 3 teXaa^Gly, Leu, S 
erf 7tf±ArgT&*K H 5 - 8 fiXaa^Ser, Gly, Met, Prof fcf±GhrC£>& Iff* 

[0001] 
[0002] 
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[0 0 0 3] 

. mm- & % tt d n a £ * ^ lEntim k & it * \%\%mt lidifxy 

[0 0 0 4] 

, G 1 ^-f-i y ? -#4 y h p 53^ Rb, p 16™^ p 19ARF0 j; ^ 

0 temm^mmmmLT^h 2) 0 ^<b^nx.-c, mmm 

4 y hfimm<)i<zmmx$>2>z\t ^^lo^ 0 mmmm^mmmm iza^h < 
ire k soft #j -e * & ^\ ±m<D?- i * > h ^«±ic «t z>mmmmm<o±.%- 
izxio&&mz§£mfcmzmmmmzfflmzmmz-£2> (##»4. 5) 0 

[0 0 0 5] 

G2»lfx«^^^ > M±&#$£*L-CV>4 0 iE#«Bfl&t±Gli: G202 ooffliL 

m^tix^^mmm^, ipGiifi'^^ > h imt&iEmMMz *> £ 

D N AmtiMBM KM Lt-1MH & & & O £ J£# $ tiz 0 #0 £ (i\ *7i^/ 
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o 

[0 0 0 6] 

G2)8ifx-^^>H:Ht5 ^fe O^fft i:i *l (i\ D N A tilt t i rad3V A 
TMO fS14 K =toT-7 0 n-r^>^r^---tfChkli5J:^HuCdsl/Chk2* Sttlb 
(##^11-14) o Chkli3 J:U f HuCdsl/Chk2(ik: htr(iCdc2 

5C0216$-fc'; >^fbU -eLT 14-3-3 £<7>ig^&iEji1-& (##^15 

-17) o 14-3-3 1 Cdc25C tO^iZ X oTCdc25C JiiSfflJJ&Kf 

KH5»t£*i (##^tmi8) , -eo^*Cdc25C(i«t*Cdc2/-9->f ^ V >BOfgf!fe 
fbPIMSfL&O"?. ft^l^G2#jh^l§*£*U DNAOfWf^H^ ( 
##£1*19-21) o 
[0 0 0 7] 

[#§Wj"j|$: Li •) t -tZUMl 

[0 0 0 8] 

[0 0 0 9] 
[0 0 10] 
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(1) 8E?!l#-^l <DT$ SWffi&\\*&-tZ>*V K. G 2MWik^m5--f 

$&nu *v w*?- k^'j ^mitzmm^ &WMzmiR-r & z t zmit 

(2) U >$HbS£St# ? . hChkl, HuCdsl/Chk2. £ fc(i£*HbB£ff tffe?>S6« 
t^It^SSK, & L< (±DNAm*«Otttt\^-e*^Hirl£|§0^(l)O^^ >J 

(3) K^iJ#-^- 1 K $5 tt * m 2 X Z/m 3 fiXaa^Gly. Leu, Ser t tz fiArgt?* 
^ H6 ~8fiXaa**Gly, Leu. Ser, Met. Pro3 fctiGlirC** fTfS^ (1)<DZ 

(4) iS^!I#-^ 1 IZ & if 2> m 2 fcXaa^Gly. Leu, Ser i tz fiArg. HI 3 teXaa^Gly 
. Leu££:(2Ser. fjl 6 f£Xaa/6 ? Gly. Met, Pro* fctiGlu, H 7 f£Xaa^Gly. Leu* 
£t±Pro. IMfiXaaT^Gly, Met. Seri fj(iGlu'C^)^) BlTffil§^ (3)<DX? } ) — — 

(5) HZ$3tfZ,m2 fiXaa^Arg. fjl 3 fiXaa^Ser , % 6 ftXaart*Met , 
H 7 fiXaa^Tro, fjl 8 &Xaaj& ? Glu-?£> & iffiSBf&gfi (4) <D7, 9 'j - — > 

(6) V >$Hfcg£il^ hChkl. HuCdsl/Chk2, i^tiitL^^tflfe^eS 

(7) «MTOG lifx^^y hiiC^i^tt^lWCDNAlftt 

^ 1- * d n a m<Dmmmm^mm l * v^sc * mk-t * - 1 £ #m <h i- * 

(8) DNAm#14^S£Mt7^M^iott^G 2/MiCffilf^DNAicO 

2 /M^tc^^-r^ dn A*<Dffl® t &mi!>*wto'r2>®fi*miRir2> mtmrnd) 
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do) m.m, m.m& <t vmrnfr h & & ±si t . n -> ro v «t 

(12) K^iJ#-^2 Hi3tt*^2fii3«ty f ^3fi:Xaa* s Gly, Leu, Ser.i £ tiArg"? 
H 5 ~ 8 teXaa^Ser. Gly. Met. Pro$ fcJiGluT? '^^fjfSH^ (11) <7>#tt 

G 2 if x ^ *M > h «»f 0 

(13) mtmm o) ^ ^ (12) <o v>r *t^<o«Jiii$ G2Dfx^^>Fii 
[0011] 

[0 0 12] 
[0 0 13] 

(mm^ i©7^ ^@b^ij * m-t & * v ^ -7°^ k) , g 2 $§#it n m 
^--ta <; >$Hfcsm> sssMtu >«-^«^&£in vitro 1 ; ^BHfc&j^KissM 

5ef& &<> 
[0 0 14] 
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GST^MBPf) t<DM&&&mm\<*2>Zttf-<:'&Zo ZblZli. t/L«J^ 

©dn A0#14Me K «fc o XM& L fc«fllj&tf> flb ft ifl ^ * c: <h & -e § & (ia_t 
, UK (2)) o 
[0 0 15] 

XK£ LT^tV nv^y^- K(i, Jibuti, iE^J#-^ 1 Iz&W h % 2 His X 
t/HSteXaa^Gly, Leu, Sert tz (±ArgT£> 0 , H 6 ~ 8 jiXaa^Gly, Leu, Ser 
, Met, Proi^fiGlu-e^^^-'; rf^-ff- K (H^(3)) -Cab&o £ f> ^WW^ 
f±, K^J^ IK £ tt * H 2 J: t/H 3 fcXaa^Gly, Leu, Ser £ tz i±Arg"C* 
*9, H6 ~8{£Xaa# ? Gly, Leu, Ser, Met, Pro£ £(±Glu^&* :* 'J =^7^ K 

(H^ (4) ) "C#> 'O , ft & J?r4£ W K (± , K^J#^- 1 K is 1 1 £ f£ 2 teXaa^Arg, fj| 
3 fcXaa^Ser, % 6 fcXaa^Tfet, H 7 fcXaa^Tro, H 8 &Xaari*GluT£> S * U ^' 
^yf-K mm (5) !S^iJ#^-3) Xhh 0 

[0 0 16] 

5fe-f , t: b eMIE^Jurkat^OlBa^Ml^G 1 8§^i y * *M > 

mMtzzct^mw^MTFi-zz ta>*x&z 0 fit, ztDmrnommtgni^m 

MtJ«£v&U 10~48B#K*lj£ig£Lfc^ »DN hm^m^ho 00 x. 

■C-iSo -ODNAi^\ ^ y h n-;l/|ja^coG 2 /MJWiil^KigiM] LTV*£ 
^^t*iJ^i-^>o iy hn-;«(7)G 2/M»3i:ra^lwDNAfl:*iiiP 

$ wtrif t±, g 2 i y ? #4 y h mmmwn t lt#^ $ 0 

[0 0 17] 
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J:o-C«<7)DNAM^iiin1-^>tJ®*ii^1-^o 1" 3;m^>^OM 

»Hf it £ £ i: $ -£ * * L T £ M8§ it £ - 

R^^DNAfiSriiJn$^*^«t±M»!-COf?jt^»±^»*S^^-r, G2if 
[0 0 18] 

z<Dm>m<7)5£W 0) ti, &±<z> t is <o§tm (D ~~ (8) <dx ? v > 
•7uv>m%&m-$-zi\:&vij (Mdo)) ^n;t#"ei4o 0Ux.tf, m 

[0 0 19] 

or 5 ymm^^ir^^v =f^y°^- k (1193(11)) £#0^1" £ - <h & Q 

Xaart s Gly, Leiu SerS fcliArgT?* *K 0 5 ~ 8 fiXaa^Ser, Gly. Me1\ ?rot tz 
fiGlut?**^"'; 3^7°^- K (3£9!(12)) -C*»), =MfctfJK*±HI 1 AKfl*ii£f: 

j£v£^ K «t »? 89 £ - <t a*-? £ * o 

[0 0 2 0] 

$&w d3) Huisnag (9) - (12) (DMMmm G2ifx7n^>f mmm 
ft 9 - t ^ i o xmmrn * %m $ -£ & & - m v ^ ^ t a*-e § £ 0 -r & t> 

*>. huIS^G y ^iM > h««flfc!S$mf±. G 2#J#iHcM4-1-£ i ; > 

m^b^hChklioctmiuCdsl/Chk2<7)?S14^PPflJt-^^^. BE KG lM^-^y 
ttfJ y Mt^S*L-0/^f«(i, G 2^H#itLTDNA#m^tf -) - 
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fi 1<~W.M £ -£ & & L T mmVtf- ZZt &X § * o 
[0 0 2 1 ] 

[0 0 2 2] 
[HMM] 

l 

* V rf^y-F- KYPN (Hfi?!l#-^- 4 ) , AAA (K?iJ#-^- 5 ) & <t Xf 4 a a ( 

6 ) ^^Olffi^^f v£ K <£ 0 fP§£ L 7t o 
[0 0 2 3] 

8 X10 5 1iOJurkat*fflJJ&£, 10%^JJ6J£lfim^^RPMI1640i#%-t:\ 37°C, 5%C0 
2"t?*t^L£o $^t:%g/mlW7>^v-fyyi, 20/ug/mKD^ 

'J^^fKYPN, AAAif:li4aa^|]Bi, 0, 6, 12, 24BfK^^DN 
Ai^^iL/Co DNAO^ili, 3 I Mf7°n tf v ? X mf^O^Wli 

[0 0 2 4] 

Z<Dm2<Dfa%;frbmbfr%: £d * V rf^^f- KY P N fcJgfllKT&jH] L£ 
IBB^^ ? G2/M^Hi3tt^DNA»^^j]n^^:Tv^v^i: rt^J ^ Lfz 0 
[0 0 2 5] 

D N A M^JifiD L^^o/:t'J ^ 7*f KYPNi, ItiKO * V =f^< 7°^- K t 
izufrK. f >^!TiiDN AI £i#Sn $ -tfrfco 
[0 0 2 6] 
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gM* £ jft^ft & & ® -c* * r t ^itfS £ *L£o 

HuCdsl/Chk2£'; >®Kfc|£3gfc L> ^it14l5]f5:7C*[32] P T '^^^ Lfc y -A 
TP^ffl^t'J > fc&JS^ K . * 'J =^ 7° ^ F T A T - S 2 16 A (K?iJ#-^ 8 
) ^JPx.TSlSIM*^lttaL^o REli, 30°C-ei555-r H ^TV^ ^Of£l5%SDS-PAG 

[0 0 2 7] 

jg*(±gl4^^L^:fci3 0"e* , 9. TAT-S216Afi, x.h C hkl &£Zf 
H u C dsl/ C hk2 1:± * -7°-f- K (g£^ij#^- 7 ) O'JV * Pl« L e 
jy.±0*g*^«b. rr-^y-f- KTAT - S216A(±*fflfl&^ffiG 2if x y * 

[0 0 2 8] 

TAT-S216A12, Z<Dmm<Df&W%t>K£ ZftMftm (#il¥ll-26 
9398-^-) ot^^ 0 
H«U3 

TATBE?!) (@£^iJ#-^4-6, 8i3J:y r 9<£>N3ffil 175/KE^J) ^ it 1 

tt* G2lfx^ > MiOtlM (Hifefcl 1 £ I^^O^S) . hChkl 
& «t D f HuCdsl/Chk2H X i&M^^ K (K£U#^- 7 ) O U >$Hta£IS#$J 

[0 0 2 9] 

[0 0 3 0] 
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[0 0 3 1 1 

%mm 3 

, tfcmfflCW? (l.5mgAg) itzl*5-Fl) (20 mg/kg) Zm&ftK&tt 2> t t t> 
=T^7°3- KTAT-S216 20 mg/kg£0. 5^ 1 *M 3 (U S 

[0 0 3 2] 

S*(il3 5H^L^:i:*5 0-C*i9> * V =f^-ff- KTAT- S216 
269398^) *®3III&-^L£:«f£-KH\ ffiMfitf s *n£Kfl£^U jft^JCDDP ( 

[0 0 3 3] 

4S» w G 2 m * i * * ^ > b m# £ #fl W KfifcJg-r ^-tco-e^^^st, 

[0 0 3 4] 

imm] 

<110> f-^-^^^T^W-^HIll (Japan Science and Technology Corporation) 

<i2o> $imm&<owmto tz<DX9*)--> mm 

<130> NP99464-YS 
<160> 9 
<210> 1 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthesized opeptide 



tBIE# 2004-3028729 



SfcmW- 1 1 - 3 4 0 3 2 2 ^- v I 13/ 

<400> 1 

Tyr Xaa Xaa Pro Ser Xaa Xaa Xaa Asn 

1 5 
<210> 2 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthesized peptide 
<400> 2 

Tyr Xaa Xaa Pro Xaa Xaa Xaa Xaa Asn 

1 5 
<210> 3 
<211> 9 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthesized peptide 
<400> 3 

Tyr Arg Ser Pro Ser Met Pro Glu Asn 

1 5 
<210> 4 
<211> 20 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthesized peptide 
<400> 4 

Tyr Gly Arg Lys Lys Arg Arg Gin Arg Arg Arg Tyr Gly Gly Pro Gly 
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15 10 15 

Gly Gly Gly Asn 
20 

<210> 5 
<211> 22 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthesized peptide 
<400> 5 

Tyr Gly Arg Lys Lys Arg Arg Gin Arg Arg Arg Leu Ala Arg Ser Ala 

15 10 15 

Ser Met Pro Glu Ala Leu 
20 

<210> 6 
<211> 18 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthesized peptide 
<400> 6 

Tyr Gly Arg Lys Lys Arg Arg Gin Arg Arg Arg Gly Gly Ser Pro Ala 

15 10 15 

Met Pro 
<210> 7 
<211> 11 
<212> PRT 

<213> Artificial Sequence 
<220> 
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<223> Synthesized peptide 
<400> 7 

Leu Tyr Arg Ser Pro Ser Met Pro Glu Asn Leu 

1 5 10 

<210> 8 
<211> 22 
<212> PRT 

<213> Art if icial Sequence 
<220> 

<223> Synthesized peptide 
<400> 8 

Tyr Gly Arg Lys Lys Arg Arg Gin Arg Arg Arg Leu Tyr Arg Ser Pro 

15 10 15 

Ala Met Pro Glu Ala Leu 
20 

<210> 9 
<211> 22 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Synthesized peptide 
<400> 9 

Tyr Gly Arg Lys Lys Arg Arg Gin Arg Arg Arg Leu Tyr Arg Ser Pro 

15 10 15 

Ser Met Pro Glu Ala Leu 
20 

[0 0 3 5] 
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T AT- S216A<7^Chkl^ J: LFChk2/HcCdsmi4ia#co|l^m^^1'ro 
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16A (40 ^M) ^TChkli3 J:<TChk2/HcCdsl(7)^14^Pll : $tL^o 
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